The authors reply:
the explicit and ratio methods (Perlmutter et ai, 1986) . We showed the derivation of both methods from the same three-compartment model, derived the operational equations for each method, care fully identified the required assumptions, and fi nally, compared the performance of both methods to the same positron emission tomographic (PET) data from baboons using [ISF]spiperone. We found that tracer metabolism markedly affected both methods and could not be ignored. We also found that the ratio method demonstrated internal incon sistency when using [lsF]spiperone.
Zeeberg et al. originally questioned the validity of our conclusions because of their concern that "receptors become significantly saturated during the time course of the treatment." We felt that the calculations by Zeeberg et al. of specific and non specific binding were flawed (their analysis as sumes equilibrium conditions and equilibrium does not occur during the time-course of our experi ments). Nevertheless, we presented further data using no-carrier-added [lSF]spiperone and found the same internal inconsistency in the ratio method (Perlmutter and Raichle, 1987) . A more direct calculation of the occupancy of specific binding sites yields more realistic values.
First, assume that 3 h after injection of [lSF]spip erone all of the counts (decay-corrected to the time of radioligand injection) in the striatum represent specific and nonspecifically bound radioligand and that counts in the cerebellum represent just nonspe cifically bound radioligand. The difference between striatal counts and cerebellar counts would equal the counts due to specifically bound radioligand in the striatum. This assumption presumes equilib rium conditions that clearly do not exist, but for this line of reasoning, we will agree with Zeeberg et al. and make this approximation. In our experiment using no-carrier-added [lSF]spiperone, this differ ence was 1,443 cps/ml and in the carrier-added, ini tial study the difference was 2,300 cps/m!. The cps/ ml can be converted to fJ-Ci/ml using the conversion factor 28,493 (cps/ml)/(fJ-Ci/ml). This yields the fJ-Ci/ Finally, we note that Dr. Wagner and his col-laborators no longer use the simplified ratio method to analyze their PET data on humans with (3-N-[IIC]methyl)spiperone (Wong et al., 1986a, b,c) 
